The context in which a sepsis guideline is to be used is important and to a large extent determines whether it will be implemented successfully. Factors such as lack of time and resources, lack of reimbursement and organizational constraints may also preclude adoption of guidelines. Thus, sepsis guidelines have been adapted to suit the resources in both resource rich and poor regions of the world. However, even when resources are present, physicians' may not follow guidelines due a myriad of reasons including a lack of agreement with the sepsis guideline or with guidelines in general, as well as lack of motivation and expectancy of the desired outcomes. A holistic approach is necessary to address all issues that may be impediments to guideline adoption and adherence. This approach would include a rigorous transparent method to craft the guideline which includes both clinicians and policy makers and addresses cultural and resource issues.
Introduction
Many guidelines have been formulated for the early recognition and treatment of sepsis in children and adults (1) (2) (3) (4) (5) . However, the context in which a guideline is to be used is important and to a large extent determines whether it will be implemented successfully (1,2,5-7). Thus, sepsis guidelines have been crafted taking into account the resources in both resource rich and poor regions of the world (1) (2) (3) . For example, sepsis guidelines for children have been adapted to accommodate both resource and skill sets for countries with varying under five mortality rates ( Figure 1 ) and to accommodate resources for monitoring and treatment from district clinics to tertiary care facilities (1) (Figure 2 ). Such guidelines for adults and children in resource poor areas have also been proposed by the Global Intensive Care Working Group of the European Society of Intensive Care (2) . While these efforts are laudable, adherence to these guidelines has met with suboptimal results (adherence rates of 0 -30%) in both resource poor and rich regions. Therefore, while resources to implement guidelines are important, other factors beyond resources also limit successful adoption. This manuscript will outline possible reasons for poor compliance and offer some possible solutions to improve compliance with and sustainability of guideline adherence.
Obstacles Resulting in Poor Adherence
Major contributors to physicians' poor adherence to guidelines include failure to recognize sepsis as a disease, lack of familiarity or lack of awareness of their institution's sepsis guideline, lack of agreement with the sepsis guideline or with guidelines in general, as well as lack of motivation and expectancy of the desired outcomes (8, 9) . In addition there are many external 4 barriers to guideline implementation. For instance, the characteristics of the guidelines may render it impractical to implement -in some cases they are too detailed, while in others they may suggest the use of resources such as laboratory tests, methods of monitoring and treatment options that are not available locally (2, 5, 6) . Local factors such as lack of time, lack of resources, lack of reimbursement and organizational constraints may also preclude adoption of guidelines. For instance, in areas where there are critical staff shortages, it is unreasonable to place increased burdens such as frequent monitoring and documentation which may be the standard of care in areas with substantially more resources. In addition, in many areas of the world, laboratory capabilities for white blood counts to determine SIRS criteria, blood cultures for identification of pathogens and pulse oxymetry to document hypoxia or supplemental oxygen for treatment are not readily available (5, 6) . Thus guidelines suggesting the use of these resources for case finding and management of sepsis, where they are not available, will not be used.
Poor adoption may also be because incentives may not be aligned to the intended behavior. For instance, using the guideline may identify potential cases of sepsis which necessitates extra time and attention, and the guideline is less likely to be used if productivity and reimbursement are based on throughput only. There are also concerns which lead to skepticism that guidelines may be subject to biases and used as a financial and marketing tool.
A major reason for poor adherence can be due to inherent flaws is the process used in preparing the guidelines. If the process in producing the guideline is viewed as biased or flawed, the best strategies used in implementation is likely to be derailed and lead to low compliance. 5 Doubts about the evidence on which a guideline is based may stem from skepticism of the composition of the panel of experts creating the guidelines. While guideline users could sometimes adjust for these biases, in some cases, the values and goals and conflicts are not explicit enough to allow for any adjustments.
Another major concern especially in the United States is the fact that these guidelines may be turned into performance measures to critique the quality of physician care and even dictate hospital accreditation. Moreover, if quality control indicators for evaluation and monitoring are not appropriate and agreed to, monitoring will be inadequate to provide meaningful information. This poses a problem in that if outcome measures are not meaningful, it is very difficult to determine the effectiveness of the guideline and to revise the guideline or address deficiencies in guideline implementation. Another area which has hindered adoption and sustainability is a failure to share the results widely and regularly with team members.
In our local experience, clinicians were skeptical when a sepsis guideline was initially introduced because they felt that screening for sepsis in the emergency department was not necessary because their triage system was robust enough to detect sepsis. Others felt their pediatric early warning systems served the same purpose on the wards while others felt that introduction of the sepsis guideline implied that they were managing sepsis incorrectly beforehand. These reasons for skepticism are not unique to any single institution or any particular guideline and imply that crafting a resource appropriate guideline is an important process however, attention to cultural and legacy issues during implementation are equally important. (Figure 3 ), (10). 6 
Solutions to Improve Adherence
A holistic approach is necessary to address all issues that may be impediments to guideline adoption and adherence (Fig 4) . Failure to address all aspects is likely to lead to failure. A robust framework for crafting the guideline and an engagement strategy is an excellent starting point.
Use a Framework for Crafting a Sepsis Guideline
In order to circumvent some of the barriers outlined above, as a first step, the guideline formulating process should be rigorous and transparent. It is important that the relevant clinicians and policy makers be involved early in the discussion even if an institution decides to craft a guideline denovo or modify or adopt an existing guideline such as the World Federation of Pediatric Intensive and Critical Care Societies or Surviving Sepsis Campaign guidelines (1,3).
Failure to invite appropriate and broad representation to the table will likely lead to frustration, suspicion and ultimately failure of implementation. For instance, in our institution an oversight on our part was failure to involve pharmacy at the start of the process even though they are involved in stocking unit doses of antibiotics in the emergency and intensive care units.
The AGREE tool is an example of a tool that provides a roadmap to either create or evaluate a guideline ( http://www.agreetrust.org). Strict adherence to its elements will enable involvement of the appropriate team members, and will ensure transparency in all phases including literature review. It provides the framework for evaluation of resources needed and outcome measures as well as opportunities for revising the guideline. It consists of 6 domains 7 (Table 1) which addresses all aspects of formulation and implementation. Each of these domains relates to a series of items (total 23) which guides every step of guideline development and addresses factors that are necessary for success. AGREE is not the only tool that serves to assist in guideline development but it is validated, easy to use, widely accepted and comes with an easily accessible training manual.
Once in use feedback loops using rapid PDSA (Plan, Do, Study, Act) cycles are important to continuously improve the guideline itself as well as address cultural, resource and care process issues that are perceived as barriers. In addition, with the advent of new knowledge and technology, the framework used should incorporate processes to include changes to improve the care processes and outcomes ( Figure 3 ).
Ensure Resources are Available
In many parts of the world poor guideline adherence is due to a lack of resources. The obstacles in sepsis guideline implementation are unique to the local environment and hence an environmental scan is important to highlight the deficiencies that need to be addressed (6) . In some areas these are obvious and mostly relate to a lack of personnel and supplies. For instance, in many areas of the world, human resources and equipment and supplies such as antimicrobials, fluids and oxygen are lacking or sporadically available. Deficiencies in essential staff, equipment and supplies therefore should be brought to the attention of clinicians in positions of authority and policymakers and needs to be addressed for successful implementation (11, 12) . However, there are limits to resources which can be invested and 8 hence this also highlights the importance of crafting guidelines that are realistic to the local context. For instance, expectations regarding laboratory monitoring for diagnosis and response to therapies are context dependent; in many areas of the world, blood counts are rarely available and monitoring may be done using vital signs and pulse oxymetry only.
Overcoming some of the major challenges also requires creativity especially when resources are limited. For example, lack of time and staff is a major barrier which can be somewhat circumvented but creating standard operating procedures (4, 8, 9-12, 13). For instance, sepsis screening should be incorporated into the triage process in emergency departments rather than be viewed as an additional task. In as much as possible, sepsis screening and treatment must be standard work and hence should also be incorporated as an essential screen when deterioration of patients is detected using early warning scores and systems (14) . In addition, creating sepsis carts and standard flow sheets would also assist in standardizing and avoiding duplication of work. Prepacked kits consisting of intravenous cannulae and fluid administration set as well as readily accessible essential drugs and fluids may also encourage greater compliance. Specialized equipment is also an issue but in resource limited environments less invasive monitoring and treatment such as use of peripheral inotropes may be needed.
Address Limitations in Skills and Education
Lack of education including recognition of signs and symptoms of sepsis is an issue that may lead to poor compliance and needs to be addressed. With little training even patients and families, village health workers and non-physician clinicians such as anesthetic assistants and nurses can be taught to recognize and treat sepsis as reported from Malawi (11, 12) . 
Understand and Address Cultural Barriers
The major hurdles to guideline adherence are attitudes and cultural aversion to guideline adoption and adherence (Figure 4 ). These barriers can be minimized if meticulous attention is paid to the issues during the early stages when the guidelines are being formulated. Getting the right team at the outset, identifying champions and addressing resource limitations goes a long way in changing negative cultural perceptions and attitudes to guidelines. In addition, to overcome this barrier, advocacy, leadership and support is necessary from clinicians and policy makers alike to address all facets of the process of formulating and introducing the guideline.
We have found that involvement of an anthropologist to assist in identifying causes of aversion and to facilitate change can enable dramatic positive gains. Attempts at building a community of practice emphasizing shared values and goals and shared learning experiences can also be useful robust enabler. A community of practice may generate innovative ideas to circumvent resource limitations, ensure staff engagement and accelerate educational efforts (16, 17) . For 10 instance, a community of practice can foster collaboration among medical disciplines such as the emergency and intensive care personnel whereby major obstacles in seamless care can be circumvented through standard operating practices. Indeed, a team model is associated with an increase in compliance with guidelines of 80% versus 40% in the non-team model (7) . The community can also foster early referral to the intensive care unit and rapid response team's involvement in the care of patients with sepsis.
Ensure Sustainability of Gains
A stewardship program can enable robust quality assurance and the designation of an ambassador and use of feedback systems may facilitate sustainability (16, 18) . Ultimately, ensuring guideline adherence requires a gargantuan effort from those in leadership such that the culture of the organization embraces guidelines as part of standard work. Moreover, commitment has to be ongoing because a decline in vigilance is likely to result in loss of previous gains (4) . Thus, sharing of data and outcomes regularly with all team members and facilitating processes to improve is required. The rewards for sustained dogged effort can be improved guideline adherence both in resource-rich and resource-poor environments.
Conclusion
Guidelines are useful in improving the quality of care and outcomes, reducing inappropriate variation in practice and promoting efficient use of resources. However, the benefits are minimized by poor adoption in both resource rich and resource poor environments. In order to improve adoption a uniform and transparent inclusive process is needed to formulate and introduce the guidelines. An environmental scan to determine to identify and address the 11 barriers to implementation is also important. The most common barriers which hinder adoption are cultural and lack of resources. These barriers should be addressed early in the implementation stage for guideline adoption to be successful. Ensuring that a guideline is successfully adopted requires a tremendous investment of resources and effort. However, favorable outcomes associated with guidelines far outweigh the effort that is needed for successful implementation. Improving Performance in Sepsis Management requires attention to both process and structure. Individuals, the environment and infrastructure must be conducive to successful guideline adoption. Table 1 The Appraisal of Guidelines for Research and Evaluation (AGREE)  Domain 1. Scope and Purpose: the overall aim of the guideline, the specific health questions, and the target population  Domain 2. Stakeholder Involvement: the extent to which the guideline was developed by the appropriate stakeholders and represents the views of its intended users  Domain 3. Rigor of Development: the process used to gather and synthesize the evidence, the methods to formulate the recommendations, and to update them  Domain 4. Clarity of Presentation: the language, structure, and format of the guideline  Domain 5. Applicability: the likely barriers and facilitators to implementation, strategies to improve uptake, and resource implications of applying the guideline  Domain 6. Editorial Independence: the formulation of recommendations not being unduly biased with competing interests  Overall assessment: Includes the rating of the overall quality of the guideline and whether the guideline would be recommended for use in practice.
